EI m # JT 

JAPAN PATENT OFFICE 



0/50930 
2 7 SEP Z0Q4 



PCT/JP03/04120 

01.04.03 



This is to certify that the annexed is a true copy of the following application as filed 
with this Office 



m m ¥ m a 

Date of Application: 

m m # # 

Application Number 
[ ST.10/C J: 

ttl §5 A 

Applicant (s): 



2002# 3£ 2 9 0 



Rec-d 23 MAY 2003 



WIPQ 



_P0T 



2 002-095442 
[J P 2002-09 5442] 



PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



2003^ 5 J! 9 0 



r fp /f « * 

Commissioner, 
Japan Patent Office 




ffilE^ 2003-3033414 



#2 00 2 — 095442 



NP02-1027 
A61K 38/17 

o-Jun'J ymiUSMM (KIAA1491 com 
p 1 e t e ) 
22 

*mm=fm-mMm&tpm i r g 3 

±Jg 

3teK»tn^;rrB**iiiTBi 6#i s# 
mm mm 

m&wtLFijmimm itbi6#i3-^ 

&A 
500520628 

000002831 

100088904 



1 



ffifE# 2003-3033414 



2 002—095442 



03-3864-6572 

[^M^i|S##] 067070 
Hfrfcte«] 21, 000 R 

[«ffife#<z>B*] 

qnm i 

[ftffife] BIS 1 



fflSE# 2003-3033414 




#2 002-095442 

V 

mm<D&m c-Jun!J>tftK«H(KIAA149 1 comp 

1 e t e ) 

A fcv*o U c-Jun N^^t-t*3 t^ffltS^^f K 

o 

[«P#«2] Tm<Dffifrt>miin2>'<7?- FT'&oT. c-Jun Npfc 
3 F ; 

®SB#J3t©BB#l## 1 fc|2^© T?; ®B!3»f^ 6 ft* K, 
<D®J#I3l©I3?r[#-^ l tc|B*<z>73 -/M^fe**^^ K 
F, 

<DIB?ff3l©Iii?rj#-2 l {CIB^©7 S y $®J?!l©<!>fc < £ t» 5 4@©5ii^t 5 T 3 J 
*3<fctf 

®WIB^^KIcfev^Tla^^\LjR«(Z>r5/»<Z>^*, HSi, ^**v>tt# : ' ; 
AfcV^fcggM&^-TS^^F. 

[»*«3] ^*«2{Cf3^©^^F^e ) J&Sc-Jun N 
-if 3 fc c - J u n© U ymttHB&m. 

[*#«4 ] tf $g 2 tCfi«CD^^ KfcfcV** £ S#ltttS c - J 
u n N5fcSg3f — -*? 3fC«fc5c-Jun©i; >WHtG>mW'%&. 
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[»*«6] «f*S2K:««CD^^KlCJ:y c- J u n N 
if 3 lc<fc5 c - J u n U >B*fc«:IH»?-*£i:fc4$*Jtfc1-* c - J u nCDJg^fg 

7 ] flr$3 1 * fe 2 KiB^© ^ ^ F £ 3 - Kf 5 # U * * U 

M»*3( 8 ] m&mow&m^ 2 (ci3«g©m«ia^j^ e> & * # y * * u a- 

IiM9] 7 * fefi 8 fcJB*«D#y * * \s*? F* &tt*CDffi*i 

&*#T'CsW £W a y~r& dfU 5? * F 

D 

[»*3U o] M^7^e,9©v^1 I tl^l^{cl5«©/^<u^^'^^-^F 
-jun N*m*i--ii3z.(DmEttmzmmmL<tii{m-t&ft&^ 

»/* fett»*«7 *»6 9 ©v%*f tifr i gCKK*©^y s ? i/*^- F£*B2#/g • 

* f, sr^s i o tzmm<z>«ir * 1 1 f«i 1 

3 lzmM<Z>U&<Oot><D'J>&< £%v^1^ftfr lo&/av^ZL£&#$t£i-r5#& 



1 5 ] i ti fctt 2 tcfs^o^y^ f, 3 fcia«© y 
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1 6 ] 1 5 tcra0R*UBJft4fc*#A/e&S, c — J u n 

N5fS«*f— « 3 {C c - J u n© U >MfcftiC*^<«UftCDKrihfi 

[IM17] ItffBc-Jun N*^t-t'3 ICJ:5 c - J u n(D'J 

[fi^S i 8 ] mtt&gtt&j&tftfy a- y-m. /\y*yhyM. 

, 775!)7^ ^'Jf-f yj/a T)<>f7 (familial Briti 
sh dementia), ^D^^7i;i/b-t3^ (Creutzfe Id 
t-Jakob) Jg, t>7>a5- (Gerstmann-S 

transsler) £E#^ < ^WBMKKJS) (BSE) 

a.-n-fe;i/bf y (neuroserpin) »A#fc#3*«tt«r*£T*a«» 
1 7 fCfB^© Kfjh £ J: XJ/ $. tc \tfe&Mo 

, c-Jun N5fci§3H— -tfSfciSc- J u n© U >MfbtC«:5 <££«©&& 
.Jhfi J: IF/ *fe 

^l^{C|B^0JKU5t^l/^KfCJ:y c- Jun N5ftSS^-^3 JC <fcS c 
- J u nO'J c-Jun N5fcSgf*^— g 

3lCJ:Sc-Jun©U >^fl;K:g-3<gim©R&lh£ £0^/3; 

[f*S2 1] |Sf|Bc-Jun N3m*r-}— -fc?3lC<fcSc-Jun©>; 
> ttfc K S-d < jWi|£ge<f£&&T* & S 2 0 iClB^© Bfrjt J: IF / * fc 
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[11*3(2 2] tftmWBMteMBfftfV ?ji*$.yffi. J\>^yh>m. 

mm&tismM&wmmm, mnmm±&.mm, &mmmmm®.&. pick* 

, 77 5 1)7* ^Uf-fyJ/a f^^fT (familial Briti 
sh dementia), # n -Y V V xJl/ h -ta ^ (C r e u t z f e 1 d 
t-Jakob) tffrT. hV>-Xh5>X7- (Ge r s tmann-S 
transsler) SE^JS (^>IS9W) (BSE) , Scfcttrl 

z.-U±Jl\sy (neuroserpin) £A#fcfF3*llH£ltotft , e&*ff 

[M©#iffifcHM] 

[0 0 0 1] 

*ftmt. c-Jun N5fcyg3f^---t?3 (#T, JNK3i:Hit5) fcffi 

zf^F; mm^zf^ F&n- K-TSjKU 2* ; Sit 

* * ~ 3 frf^mmW ; S^^^ K ; SflftgJUEjJt 

o <*£>fC3;fc, iSfiB^^FTf&oT JNK3 tffiS^ffli-S^^KlCJ:*; J 
N K 3 fc<fc S c - J u n <D V yWtiK 5: BMF"T 3 i K «fc 5 c - J u n CDmftffif 

[0 0 0 2] 
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c-Jun N*^dp^- if (j^-fr, JNK£ti&m?2>) it. MAP^t-g 

■fe* (erk) tunay, ^mirai-e « 21 Ar ^istt-fb agssfcaf-rsxh 

[0 0 0 3] 

NK<0»ttfc*C#«j&RH* (NGF) |g?*fCj;5#S^a5S*PCl 2«J|gc?) 

*/t—tf (c a s p a s e) #;#|ftfcy;tf f» -S/JKBllflHcftUSt-S 3 £, £ 
tf*«#flSflC J NK##»fc7# h 2 £#*fS3;fvr H 

*^^-«#|8t#»»cjai*it««9!6^k:asoT*fe Mfc* =F-A&, Mol 
ecular medicine (.2 000) 37:408-418], 
[0 0 0 4] 

WC»Fa sC.J:*JB) JNKttW#>\©W^#^*3ftTV\.B. & 

TO#»&«IJBJB*ett, JNKtfo- J un6>73 JmaWftS 3#Sfc«fctf 
«7 8#@oiry> (S) feU>»ftLT«Mtfl:*L«)*ifc#««ft6nTV** 
. c- J u nOU >BMfc»ttfey9-> (A) (C«J|LfcJEJlft (A6 

3, A7 3) ®y y*w>v9:xTtt, *-f->Kffi#fc J:S#ffijB^K^ic«l 
iSftfe (Behrens, A. et al. .Nature Genet. ( 
1999) 21 :326-329). o-JunBb^TW-jt-'e* 

« Lfc#ot, c- j un&^®T*rc*&^j&>©75tf h-s/xfe^ 

ERFs #I*.tfB imfcitfFa s Lfc£, ©«^£^#1-S fcMSftT V**. 
[0 0 0 5] 
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tt&KCtt, 31®0JNKi^ tftfcfeJNKl, JNK2, £ 
<fctfJNK3, #jiV\ffiS*iTV*S. £©e>*>, J N K 3 ttKttfe** £tC#J| 

S#C**JI*e#fe?E«««r«ia4l*ii:^*#S*iTV\« (Yang, D. D 
. et a 1 . , Nature (1997) 3 8 9 : 8 6 5-8 7 0) „ 
[0 0 0 6] 

[0 0 0 7] 

& b <fc e> i: t £ % © -e & s o 

[0 0 0 8] 

* k (mmmammm-z 1 ) fcj: y , j n k 3 tc is c - j u n© y >»fc#iH 

[0 0 0 9] 

(1 ) TH©»fr&311tti* F ; 
©BB^©IB#[#-& l }c|a*© y 3 / K, 
©BB^©|E?!I## 1 Kl«*©y $ y BBST* & ft « k 

©5J^©IB^i## 1 lzmm<D7 S / B8jSB?!I©<!>& < £ % 5 «©Jtggf 5 y 5 y 
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An^^ftumzuh. jnk3 trnKftm-tz^zf?- f> 

> F ; 

(DBOT^offiw*-^ i izmn® r ^ y mm m& e> & § * f, 

F, 

F> 

(3) ItfiB (2) (DKzf^- Ffr J N K 3 CiSo-Juaffl'J 

(4) aarflB (2) <O^C>f^KS:»V^it«:*J«^f * JNK3|Cj:Sc- J 

(5) ttfIB (3) <DU>^bPl«^e)*5 c- J u n©^fg&-ffctg©ISW 

(6) ItfiB (2) ©^^Ffc^y JNK3{c£Sc- Juny>^-ffc&|fi# 
mtSMttfic- J un©«^MfiftfB©|S*:£8;, 

(7) SfrfB (1) tfett (2) ®*?^Kfca-F?S4ey^I/3^'K*&" 
»*©«»«!, 

O) ma (7) (8) ®jKys*u**K*fctt*©«»«fc*hy ' 
(10) ItfiB (7) #&'(9) ©v*T*T,fr©sify i/*^ Kfe-£#f*ilB» 
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(id mm (i o) om®&*z*-?mwmmztit~B$tmmfc, 

(12) MSB (i i) (»i&&*m{*;zmm~f&xmit&tt. mm d) 

(2) <D«7* FCDWfi^rtiU 

(13) f&fB (l) (2) ©*>r*F£fc&#ttlcB«-r*a:flc, 

(14) 1913 (2) ©^^FtffiS#tf LTtfc^^F© JNK3£l©*l5: 

f^MfeiaWL<ttffi3t^*fli^*, fe*of/afeM:«riB (7) o) ©v^ 
ftffl^stfeot, una (i) mi><& (2) ©^^f, tsria (7) 

(9) ©v*f*ifr©jKy 1;*^ F> tufa (1 0) ©/<##-. IffIB (1 1) 
©TtJJHRSWfc, ISSB (13) 0*i#c©e>t.<Z)^*:< ^%v>Tti,^l 

(i 5) mm (i) (2) ©^^f, tsfia o) ©y>Mn#&k 
i&sa (5) efi^jSttfttBoimR. bubb (7) ^e, o) ©v>-ftifr©#y * 
*u#^f, isib do) ©^?#-, ttfiB (id (Dw-mmmft. &£T*mm 

(13) ©Jfi#©? %©4»fc< £%v>-r*i;fri o^tbti&sgiMfc 

(16) ItflB (1 5) ©g^ffi^&^-e^S, JNK3{C<fc5c-Jun 
(1 7) |fffBJNK3tC<fc*c- J un<DVyMik\zm3<m&ij t #m&&m 

B-v&zmm (i e) ©i»ihfej:tjf/*fett?&s^, 
(is) 'jm^^i, a >^ ^ h >*r, 'ffii/MB^ 

®mwmm<t&. mftmt±&mm. -AfmrnrnxBasL pickt 77^11 

77b ^'Jf^yi/a f^>fr (familial British de 
mentia), ^n^^7i^h-ta^ (Creutzf eldt-Jak 
ob)|, Y^y7^=7- (Gerstmann-Strans 

s 1 e r ) mmm. u*m (9t/mmm> (bse) , ^r^t-^-u^jv 

fcT> (neuroserpin) i#A#*ff-5*JRtt»JjyET?»«|{fB (17) 
© Rfrlhfc <fc tf/ * tti&gaffl. 
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(19) IfflS (1 5) <Dfc&mi&%3Zm^&Z.ilZftmt.1rZ, JNK3KJ: 

(20) mm (2) ®/<^F*fettitfia (7) o) ©v%r*i*<z>jKy 

51 * l/*^- KtCj:»JJNK3iCj:5c-JunCD'J :/&-ft StRE^S £ £ 

JNK3(Cj:5c - JunO'J >^b{Cgt5< #*J§ CD Bfrih fc 

(2 1) ttflBJNK3}Cj:Sc- Jun©U>^b{cSt5<^m^#il^'l4^ 

a-e&st&iB (20) <Dm±&£&/£tizmmi3m. 
(22) t&ia#^tt^m*^u ^ ym. /\y*y h Wft/Mft* 

xvyfii. *-*yvym. Lewy/j^sim &&%&m$m. mmmmm 
'tmmmmtm mft&m±&mm, ^nmmm^m, pic«, yr^v 

T)\* zfVT-Jvi/a. f)l>f7 (familial British de 
ment i a) , # n-f y h -tn^ (Creutzf eldt-Jak 

o b) hv>-X (Gerstmann-Strans 

s 1 e r) (^2/^W^) (BSE) , *fett^rt-n-fe;b 

(neuroserpin) m Aft* ft t> Zlfcm (2 1) 

© B&ibfc <fc * \%wmism> 

[0 0 10] 

*^{CfeVNTtt, JNK3ilffi2^M-r-5th5a^S:®^g|^WO0 1 
/6 7 2 9 9^^|B^©^{Cj:U^Mb, 3f legtbtmDNASf 
^m5 s -^'<-^HUGEK:^StV'rv^S«l|g^©Me^K I AA 1 4 9 1 
(GenBank, 7f t«yj/a>## : AB 0 4 0 9 24) £j|V\fflLfco 3 

e>Ki, ^it^sm^n^KiAAi a 9 i©N^»nii5:3-Ktt 

V>S o DNAS!#[#QV 1 -MT 0 1 3 2-2 0 1 1 0 0-4 9 8-b 0 5 M 
T0132 Homo sapiens oDNA (GenBank, 7?t9 
S/a>## :BF89492 8) U3aHC*I^*r5 CI £ U aT^gfflbfc. 
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^0KIAA14 9 1 0XT> KI AA1 4 9 1 c omp 1 e 
te W) fe3-K1-***B»B (BtW*<0H8I#*2) KIAA1 
49.1complet e &■&?©;*-- >f> U -5^ I/ -A (ORF) ±& 

\tZ 3 6 liggjfcf, £«3ie^©ate-?»»tt 7 8 675 (B3^3S©IB 

3*l,TV\&V^ K I AA 1 4 9 1 c omp 1 e t e c DN AfC*fj£-f & 

Wy*9 — tfji^H/S (RT-PCR) CfcUMbfe. 
[0 0 11] 

K I AA UJlcoapleteSt h|} c D N A^ 6<|#S(c 

-ffc^tlSr^, Se.lCJNK3iCi:5c-Jun©'J>iftSI*t§^i:5:I 
^£BLfe 0 -f&fot., KIAA149 1complet e^JNK3iffiS^ 
-TSifclCfcy, JNK3to-JuntCDfl^IfS^ -£©M:Hlc- 

[0012] 

#LT^S3i:^#$4xTVNS (Behrens, A. et al. , Nat 
ure Genet. (1 999) 2 1 : 328-329) . c-Jua" 

©*«ffi£*-S*TOttflI«8:*U *©*^;i/ft*©T«T?a^&fr©7 
[0 0 13] 

£©3£fr£>, KIAA1491complete £:fl!V*T J N K 3 JC jc5 c 
-J u n©y>gHt MW-r SCI c- Jun0fi9MttM«Hl|lt 

S3 ^^. $£>fC{£JNK3lC«fc<5c — J ttn©U >^-ftfc «t y 61 f*$aci s 

, JNK3fc«fc5c- J un©y>BfcftK:J6r5<«UU tt*tttt&*M&E#<fll« 
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[0 0 14] 
[0 0 15] 

b<i*8MJSU:©rs;$, i^SKlil 2flfiU:, a&Cff4b<tti5 

^fcbTfrJMT-^So z.frb<DKzf?- K©e>*», JNK3i:ffis:#Mt5%© 
», JNK3tCi5c-Jua©iJ>iftSlinUIfcLtfMT^s: ft 

OKK I AA1 4 9 1 c omp 1 e t e KMi-5mft&^8g^5fc&©J5iIgC£ b 
T^ftfcti^^yr *-zh-;i/U ^/^-f h/\^$/T->ftfcttlpe 

[0016] 

3 01, iy»*b<ttl~20i, §P)}C^ftb<{il~l Of, #{C$?ftb 
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y, mz.&. m&^m^mmmxm. »£?«h*b&*.& y^>fv-#*is* 
fci*zi<y^9— tfa«w?(ffi* (pcr) &#a*fettafiia»-^t>*T, «ijt« 

H2J|] n~^/K^^U>^N-^-^jK^ hU-, 1 9 8 9, [9 ■ 

)KV-a7^it^I^ **#5S£rtfc, 1 9 8 8, l-/bV?iK, HE. ft [ 

pcrt^;dj;-, DNA**«D*a£jfc»i *hy* h^i/*. 1939 

Mvi&U 1 me r ©&$|5 (Science (1983) 219:666 

HJfcrs/» (Sttrsya, »75;e Bft^srsy 

*. Si*tt7 3y», iflt7$;t, ittfi75;i, W8E73ytt* 
) ©IHT?©ffi:£«»ttMK:fflj£3*i5. 
[0 0 17] 

7>^7i5-€ (GST) , 7/l/*yafc*7T*— 0 h 
[0 0 18] 

ttRfcMJ-S. #»i»K:«Sjtfy s*l/*^KB:, BB^©ffi3WJ## 

Nrtty * * h**c*f-f s*ait$-e& y #*. L < st, BB3»J*©i!^j## 
^K©»3tic*M«i3te^flMis:ji«'r*%©T?*»;, &stM$KK£n-*-«tt 
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[0 0 19] 

mors.; mmm z n - Ft- s # u 5? * i/** f, # * t < «ib^0Bb^i## 

A-/t-7«7h'J- (1 9 8 9) ^^ii:^t't5. itt&CDtf'J 3*1/ 

Ktts»©jKu 5t ^ i/*-^ f, mcmnmomFm^ 2 tcia«©ja^i!^^ 

[0 0 2 0] 

S5tM1*5 1 0®&>±<DZ2 l/tf^F, #SL<ttl 5MJEU:, £*J8F*U<tt- • 
2 OMJ^-hro^^l/^-^F&^l-SsKy^^l/^F. a-yrJSft/sl-^KfcJ: ' i 

rF-tn&a)ffi*t*&Mi-s. z:tie.6D7}<y 2* Ftt, ki aai 4 9 1 

c omp 1 e t e5t'K^'^ : b<l4mRNA©^ffi©fc«)©^n-^b<ti^ , 9 
[0 0 2 1] 

©yjJ<y-Am©g^MffiT?#S (Nature (195 7) 179:160 
~161), 

[00 2 2] 



1 3 
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Kft*, Ai'f ut77-^fi*, h^y^^y&m. ^xtfy-A**, 

jKA^-f;i/^., SV4 0, t7^>>-79^M> y*rJt>4)\>?*. WS.t><ifr7s 
[0 0 2 3] 

jam* ^ ^ 9 - s MfrMfc^mm t. mmz l x t m k m? z> mm & m& h 

fcmttW&U m*-\t7n=z-*-. y^y-AM-S^te, */ 

VMi, efi«J©^y ^^l^^KK:35i^^U>*-S:9>fy-5/3>U Citing 
[0 0 2 4] 
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miff e>*iaav w^{c«^®^&?fiMtfce#^ss^s:MT*^s. k** 

--yf, 7 ^itf^ h U -YZaT^] n - ;b ^ U > ^_ A - A 

jK9hu-_^i/^, 1 9 8 9^Km$&ztiT^z>mmw%*mzi:*)ft5zii 

J|#I$&C&, 'J>i^i/^Ah7>^7i^i'aX DEAE-- ? 

ll^h7^7x^^ax xb? hntff U-S/a^ 7£JC#A> X^U-:/ 
(scrape loading) , AV *-r-f vtt^X (ballist 
ic introduction) fe<k0t^Wif 
[0 0 2 5] 

[0 0 2 6] 

- F-rstfy** i/**K&#At-.5. #e>nfc^^^-&#Abfe^®^im 

K3 ^©fflS^M^ JNK3{c«fcSU ^ftfcJg^icbT, HSgartBT'&S. # 
SL<«, 1^7^ F©T 3 ^IB^ffgfCgtJf*, ^^KICMI-S^S: 
#§SU # U * n - 7\n/#ftfc £ « * y # n - :r fc J: y fc ®^ehk 



1 5 
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[0 0 2 7] 

mm 

[0 0 2 8] 

*i-$M»S 9yK 9v*##$gK:#tt& 

[0 0 2 9] 
[0 0 3 0] 

ft(b*tKmW®MM («*.«, P3X63Ag8 |fc^a> 5 lO-?«) ^©fcft 
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[0 0 3 1] 
[0 0 3 2] 

fctt*^*S 3 £ ic J: o T, FOiSttHWH* feB 

[0 0 3 3] 

£ JNK3 ilffl^S^M^ JNK3 Jc«fc5y i/^ffc&fltlKLT, £«K«:EfMI 

F ®&<ft t © IS ©flM J3 ft "TIB K *T 5 »B9 b , 3 ©«S# 
ffl ©^ £Hffi*f S 3 £ ©T*£ S J> * tf/ * & V - A - S:«fflt5l 
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©%«!$£ fe»±*«*»tt« briBigflscttm $ ti#s %© &*g-r. */ 

mtltij:^>7i5-^ GPP, fe<fcTOMffil^e#c*if, v-A-i: 
9— £ (CAT) iHS^&if, *fcii^ffifl§©t ag, #J*}£6XHi s-t a 

^#tc&miT©%©T?;g>&. 

[0 0 3 4] 

c c - j u nog >Mfcm.WM&&T$m&mmm<DmwM&&v:mmmf&m) 

±S30DJ:oJC, #?§H£tC£^T«K I A A 1 491complete (IH^M 
©I2M##1) tf> JNK3 &CJ:*J U iVMStiSCIh, 2£>K: JNK3&C<fc3 
c - J u nffl'J >^-fb$:iaW-t-S3il$:BV^mLfeo 3©Z1£^£>, KIAA1 
4 9 1 c o mp 1 e t e &MV>T J NK 3 K c-Junffl'J yWLi^mMir 
S3£fCj:*J, c- Jun©i£^f£fctg£Mir5::t#-T?£, 3£{Cfcl:JN - 
K3{CJ:S c- Jun©U>K-ftC<kU§f^@3StiS^a6531^ #J;U£yjK 

[0 0 3 5] 

KIAA1491complete (Mm&OWSm* 1 ) ilTOfC, ±13 
KIAA1491completeS:§tf^f Ri J NK 3 iL^SKi^fSLX 
JNK3tc-Junfc0ffiS#fflJiftS!:#Ae>*l5. £fe, ±|BK I A 
A1491complet e ©SS#fa?rj£;£-f 3^:^ K^ot, JNK3t 
KIAA1491complet e t©^|2f^Mg|$fi:S:-^t?^^ K©3 1> J N 
K 3 tmWM b^S^^ KWU JNK3£c-Jun ^©ffi2#M &IMFT? 
£3fc«>, JNK3CiSc- J un©y>gMbMlC3pJMT5£5. KI 
AA1491complet e * fel±^©SP^IB^JS:^-rS^^ F* fciiK I 
AA1491complete ^ti^zf^ K©7$ /^SB^JfC33V%T 1 ffifcVN 
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rs. jmmm^ftz*??- ft-Sot, jnk3 tsMbis^yf s*t 

> JNK3W§c- J u n©'J >^-fblS^{CfIJMT?$S. d*l6©^y^Ktt 
. •^©ftgfcbT, JNK3t, KIAA1491completefcffliSII 
Jg&l&#b#&„ fr^S^^Ftt. KIAA1491complet e©75 
-/KBJ^ftC^V>-C®fM/T©^4ii^©^T?^b, JNK3t, KIAA1 
491complete «*.tfU >BMfc*H*K: bT a#<&*H© 

[0 0 3 6] 

JiIBS&jllcg-cS^T. ffi^©B2^## 1 £■«*©*:/*■ F, JfeliJNK3 

F ; rft6^f*i*oWF©r5 /»«*rj{c;i3v^i«fcv*bSfl©y3 

^KoSga&^-tS^^ F;*>&fcSc-Jun©y >^bl®Wm> S^'J > 

KflUfifFW^&ass c - j u n©«TOttfl:flB©ia*ai, ■±ffiv%-rn*»©^^ 

FS:MVN5 3il$:#^^1--5 JNK 3 Ci5c-Jun0'J 3/BMfc«DBMHM&' 
Mtf{C±IBV>1*:ft^©^:7?- KCJ: U JNK3tC«fc & c-J un©U >^ffc&fa 

. JlJikWu JNK©2/y^-;i/ag&feJ:^©^|g&«?^-r5fc«>©^i:bT 

[0 0 3 7] 

#t!l!iffl§K:;i3V*T, c - J u n ©*^«H£ffctB©lfi*'ari: tt, c-Jun©# 
gDNAIJUAO^, c - J u n fcMttiig?S:fi^ffi0? fc©^ft^ 

c - j u n z^tim^mwmn\z&A J fi>fr<DBx<ftm-tzz.i:\z £ y, gj&ftic 

c - J u n^H-^-rSfg^fSttSBaW-rs*©'!:*!*-*-*. 
[0 0 3 8] 

U if)V$ 5>S:■g•t^^#:©t^^7??S'{4flSbTV^S^i:, * S > tc <fc 

S«DSS5ES:MKK4 ( J NK>>y^;i/K:SVAT J NK©_t$glC&@U JNK4 
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U^H^LTtStt-fb-MrbftSMApap^— £4) ■"?> c — J u n©K5t 

> h^^-f ^M^M-T-S^il^^S^TV^S CYasuda, S. e 
t a 1. , Genes to Cells (1999) 4:734-756] 

y (app) cD^j^%T§n-f F/3{c«fcs«fflia5E{c JNK^H^-rsrti%^ 

£*lT^5 m MUe>> (20 0 1) 1 9: 1 83 9-1 844). 

[0 0 3 9] 

Zlxbfrb. #^l££&5^3 L F£^TJNK3}c e fc.&c-JuncD'.;;y 
H-fbSrlSW-rS^illCfcy, JNK3Cj:5c-J u n<DVyMibK&3<#iB 

M'\mmmitm> mm®±®.mm, &nmmmm^m. Pickt 

Vi/a "rtyJ-T (familial British d e 
mentis), 9 V h —V nzf (Creutzf eldt-Jak 

o b) tfjl/?. h5>X7- (Gerstmann-Strans 

s 1 e r) jffiM^ £4^ i^^mnWm (BSE) , £«fctf-;i-niz;i/ 
(n e u r o s e r p i n) l*A#&#e>§^&;&*ffifc £#«*tf e>*t5o 

[0 0 4 0] 

^fKt&ot JNK3 fcflMJa-tS/^^F&n- F"3"£jtf U * £ U'^*^ F 

» wx.i*m&m<Dmmm% 2. izmm&mmmmfrbte&ntv * * is** f, &-f 
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[0 0 4 1] 

J un©y«?:Pi|t^I5:ttS%0lt #S3Ett3&«fc if v ©MM 

fc R&ib <}: / * £ ttteSf JUT, M K: £ *i 6 M s £ i: & £ 5 _fc| 
*©l»ih»J:ff/iJ&ti?&*^fc:^MT?*S. 
[0 0 4 2] 

o 

[0 0 4 3] 
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o 

[0 0 4 4] 

tit i^.(iMf©#llkgSfe»JO. 1 1 0 0 (i g©Sit'S5„ t 
[0 0 4 5] 

rat. asi, ^sj, #:/*/i/jkw, *mmmm 

[0 0 4 6] 

tfc&K AM, #:/iz;i/^£«ktf&3!J», i/a.-9U 

-ry-h-KtehfommM. mm, r^ymv-^Eommm. ~*>r 
%v*}i*7s7-y\'-Y. ZfrttAZomwM, tfvx-jirjin-)^ tKn* 

au ^y*y>*^<D^rfflw«iifftMv^T«38Tf«s. *m**7w&mki- 

[0 0 4 7] 
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[0 0 4 8] 
[0 0 4 9] 

v^v-Aimm^ii. vymnzmm^m (?uu*K2*&& Kmmi>t=. 

[0 0 5 0] 
[0 0 5 1] 

S/jr-n^^KU >Mfcltt!*.tf, 3KttK£!&£ (x*y-/i/&£) k:^ 
fnmM)> (a, 0, rl) S513iG1^1-^«J:VN Q 

[0 0 5 2] 



[ftjBtt 1 ] 

( jNK3fc«2fiyrr5StBK<z>-f > % >y ^t-©^) 



[nas«] 
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JNK3fcffi2^f B^BIfWOO 1/6 7 2 9 9^|c 

gB«©^i8l;£SifCLfc#oT>f >>>U=r (i n s i 1 i c o) WifLfe. f 

fc«2«US**fc^WLfc. 33T:«n-^T7^^>hCD^nTS:, MBA 
mmWOO 1/6 7 29 9 #&&£&«©#&£ P^gStC, 2 5. 0j«±£Lfe. 
JNK3ttJ»tfft*K:^fl9 K: «3| I ^ sgBJl T ?& y % «H»«1«*^«> 
W^^BS! bm«BlcMt$«:# 3 T ©f, J n k 

[0 0 5 3] 

J N K 3 A*© 67^ g&glgfr ^m'j^f KQQFDK 
Qti»tt*W;dWKQTFDKQ#, ««*»©« BKK I AA1 4 
9 l©T^/®MB^{c#^-rS3^^^ofc. BffllC, JNK3iKIAA 

[0 0 5 4] 

(^sk i a a 1 4 9 1 <Dm.mm&mfe y ) 

KIAA14 9 ltt^fSDNAW^^-^^-^HUGEfCiS^N^Sg 
#**LT^5T^tt#&ofc©T?, N**«ffi*fcn-KLTV*ScDNAffi 
«U>S/'j3|cj:U^»bfe. $fKIAA149105' 1 2 0 
blast n&fjtU QV 1 — MT 0 1 32-20110 0-498-b05 
MT0132 Homo sapiens cDNA (GenBank, 
VS/a>M: BF 8 9 4 9 2 8) 1 2 0*8«K:*y 1 0 0 %©«Htt«:5V*- 
3££j|v%ffiLfc 0 KI AA1 4 9 1©»1~1 2 0#@©'&gj&tB F 8 9 4 9 
2 8©H3 5 8-4 7 7#B©*6tat(C*S'r*3fc*ve,, BF 8 9 4 9 2 8{*K 
I AA1 4 9 l<D±mmW*mVT^Z£mZ-fi>tlfr. &^T-, BF 8 9 4 9 2 
8£KI AAl 4 9 l^W-7l/-A-e-f>^y a««lUT#6tl*±«*»6* 
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#F^©BB?J## 1) £KIAA1491complete t&&o &T© U yM 
ft^tt'lt K I AA 1 4 9 1 c o mp 1 e t e iMV\fe„ 
[0 0 5 5] 

(JNK3iCj:5c-Jun(D'J>ij|ft|C^tSKIAA14 9 1 comple 
t e CDflMMWf) 
[0 0 5 6] 

tSttfllfflt: hJNK31t N*JBfcX^S?>dt^ (Hi s — t ag) -fitting 
R (J«T> His-JNK3) ilLTMISbfeo *1\ t hfSM c D N A v-f 7* 
7'J-&iSi:LTRT-PCRC±U#£KhJNK3 (JNK3al) cD 
NAt p FA STB AC HT(Invitroge n%£) ICjfAU 8$£f© 

SJUWfcfcv^ Hi s - JNK3»MM«it/t*an*-fA/:*feWkfc. * 
(c, f^|gbfcMm^.^>r>a/^S:S f 9ilSi:Si3tTHi s - JNK3 £5§SB 
St, ^n5K>Kl/$;> (Probond Resin) (Invitroge 
n*fc) ^ififSgLT&MLfc. 
[0 0 5 7] 

c-Jun (1-79) (c-JunON*«797^;iI«T^tJ, JN 
KCi«y^»fliaiffiS:TO) fit, NjfcSgGS THUMBS C«T> GST-c" 
-Jun (1-7 9) ] £bT*i§^{CT383igL t770-^ 

4B (Glutathione sephar.ose 4B) (Amersh 
am Pharmacia bioteoht) tiSiLtllfflUfe. 
[0 0 5 8] 

KIAA1491completett, N3fc3gG S TM&m&g. (JBtT, GS 
T-KIAA1491complete) fcLT*miCTj$9Mfc Glut a 
thione sepharose 45 (Amersham Pharmac 
i a b i o t e c.ht) -ClMSl/Tlftffl bfc; ^fc^, t hJJKcDNAfcig 
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mtibX. KIAA1491complet e ©O R P C RJCJ: »J iflpg 

^, >f-h')i-fi'n-->^fi';ni;- (Invitrogent) Srfl^ 
TpDESTl 5^^^- (Invitroge n*±) *Cj|E#i&#, ^ISMG 
ST-KIAA1491complet e IS^? # - S^flkfc. ^tfc't?* 
-^^MB L21-SI* (Invitroge ntfc) fc#Atfe, 100/ig 
/ml©T>bfe/U>S:#t?LBON^cfi (N a C 1 fcV^L B«*fi) iC 

T3 71CT?i&3t&, NaCltmitO. 3Mi;&S «fc ? (C^iDt, 5 
CT'Sil/TGST-KIAA 1491complet eOj&Xfcttttbfe. H 
^m^hXmmWL^m^V, Glutathione sepharose 
4 B &MVNTGST-KI A A 1491complet e S^ggLfeo ffgggB 

[0 0 5 9] 

<>f>tfhD U >BWfc*|fc ( I n vitro kinase assay) 
> 

1 ft &<Z>&GSTM&$>rt9W (GST-KIAA1491complet 
e, GST-c-Jun (1-79) , ££&GST) Hm&ftM J N K 3 (0 
, 14, 28, *fcli7 0ng) 5 ft C i © [r- 32 P] ATP (Tr/ 
J/>SD>i) (3 0 0 OC i/mmo 1, NENt) ti^tiitj^ *-*/a 
♦;77- (kination buffer) (25 mM Tr i s-HCl, 
pH7. 5/5mM 0 ->fy 1z n /ft * 7 at - h/2 mM S?^;f;*. W h -/U 
(D T T) / 0 . ImM NagVO^lOmM MgCl 2 /10|iM A 

tp) mzx3 otct'3 o-frm^ y3r=L*-*sBytz>z£K.j:y^ y ymfcfiL 

KJ&S^, ^*©2 X SD S V-yffl/Xyyy- C4% SDS/ 
125mM Tris-HCl, pH6. 8/20% 01 
% ^nA7x;-^- (bpb) /io% 0 -*;i/#:71nx# ( 
mercaptoethanol) ] fcflU*., 1 0 0 tl"?? 5#|^&Sl/fc^, 5 
-20% SD S-PAGElCk UgBgfc^ItU BAS2 0 0 0 (Fuji 
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[0 0 6 0] 

1 ^gCDGST-c- Jun (1-79) Hm&itM J N K 3 (70ng) & 
, GST $.tc\±G ST — KIAA1491 c'o'ip 1 e t e (#IC 1 # g I; J£ 
2^g) CD#&T*fc»##&T-e, lOO/iMWATPmA-f^-i/a^ 
/1y7 7-*ICt, 3 0 frfflj ^ a y? s r. £ «fc y , y > 

IMfcSjSfcffofc. «©2XSDS tfS/y^V^T-fcfllJ*., 1 

0 0fe5^MIbfet, ±il:10%SDS-PAGE[C±y^IU 1& 
*t*i:bT*tU - J u n (S 6 3) (anti-Phospho- 
c-Jun (S63) antibody) (New England Bio 

tflf^r I g Gfft-ft (HRP-conjugated anti-rabbit 
IgG antibody) (Aiaersham pharmacia bio 

t e chtt) *m^t^ 2»Jzruv7-jy*f\z&>) y >Sft§nfeGST-c- 

Jun (1-79) (1212) . kfflfC&E C L tfx*# y ^-f 

y if ~t~ ^ ~r~ is H 2s ^fyh (Amersham pharmacia bi 

otechft) fcfcMbfc. ^ e>tC. ftffia*lfe!i>WtGST-o--Jun( 

1 - 7 9) ©A> KSftft&HM*fV7 K Intelligent Quan 
tifier (Bio Imaged) fcJBV^JggU GSTifettGST- 
KIAAcomplet e#^TT?©;t> F3&g£, ##&TT?©3£J:£ 10 0 
%fcLfcfc*©**ma?T»5*0fc («1) . 

[0 0 6 1] 



JNK3tC«ty GST-K I A A 1 4 9 1 c o m p 1 e t e <D » y 

£fc> r©'J ^M^^JNKSCDffla^fiST-feofcZlil^^, GST 
-KI AA1 4 9 1 c omp let e (DV >Mikl$&&V ymtX*te%i< JNK 
3}C<k£&©T?&.5C:£#{£e>fr{Cfcofc. £©££fre>, JNK3tKI AA 
1491complete ZifimSlftR't&Z.ZifiWmLILa 
[0 0 6 2] 

02 334:0^1 IC^L 1 /i g i feli 2/tg0GST-KIA 



<»*> 
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A149 1complete#ftTTit JNK3fC«fc5GST-c-Jun ( 

1-79) (Dvymtififfis o%pa*a*ife. ifi3>hn~rasG 

ST#$K-ttJNK3ICj:5GST-c-Jun (1-79) ©y>&<ffcfC^ 
fttt&frofc,, 3ftk^£>, JNK3Ci5GST-c-Jun (1-79) © 
VyWtft&K IAA1491complet e tC «fc »JPlW$*lSZlh*^e>^lC 

[0 0 6 3] 



i 1 




l l 

I ®%%im (%) i 


i &l i 




1 1 o o i 


| GST | 


1. o 


I 9 2.7 | 




2. 0 


I 9 3.6 | 


I GS T-K I AA 1 4 9 1 | 


1. o 


1 7 1.5 | 


I complete | 
i i 


2. 0 


1 6 7.11 
i i 



[0 0 6 4] 

(JSAT, K I A A 1 4 9 1 c o mp 1 e t e) , K I A A 1 4 9 1 c o m p 1 e 
t e# JNK 3 KJ: »J U ymih%nZ>Z.£.- $e>}:JNK3ICJ:6c- Junffl 

fgifc&tlTV^. Ife^oT, KIAA1491complete^^TJN 
K3{CJ:Sc-Jun©U >^ft & RMF** 3 JC J: »J , c-Jun ©t^iSffi 
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£fc#T?*, a&tCl* JNK3JCJ:* c - J unCDU ^M-ftCJ: 

r*l6>©z:il^&*^^«, KIAA 14 9 1c omplete, tfeliJ.N 
K 3 fcfflS^M-rSTIB^^ K ; KIAA14 91complet e CDff&B 
^JSr-^-tf^^ K;KIAA1491complete fc-g-tf^^ K ; Z.^5> 

»; JNK3{C«fcSc- J un<DVymik*m.Wt&Z.}l%:!ftffl.ll-tZ>. c — J u 
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[0 0 6 5] 



SEQUENCE LISTING 



<110> CELESTAE LEXICO-SCIENCES, INC. 

DAIICHI PHARMACEUTICAL CO. , LTD. 

<120> A c-Jun phosphorylation inhibitor (KIAA1491 complete) 

<130> NP02-1027 

<140> 
<141> 

<160> 2 

<170> Patentln Ver. 2.1 

<210> 1 

<211> 786 

<212> PRT 

<213> Homo sapiens 

<400> 1 

Met Ala Pro Gly Thr Gly Ser Ser Thr Ala Val Asn Ser Cys Ser Pro 



Gin Ser Leu Ser Ser Val Leu Gly Ser Gly Phe Gly Glu Leu Ala Pro 



10 



fflIE4# 2003-3033414 



#2 002 — 095442 

25 30 

Pro Lys Met Ala Asn lie Thr Ser Ser Gin lie Leu Asp Gin Leu Lys 
35 40 45 

Ala Pro Ser Leu Gly Gin Phe Thr Thr Thr Pro Ser Thr Gin Gin Asn 
50 55 60 

Ser Thr Ser His Pro Thr Thr Thr Thr Ser Trp Asp Leu Lys Pro Pro 

65 70 75 80 

Thr Ser Gin Ser Ser Val Leu Ser His Leu Asp Phe Lys Ser Gin Pro 

85 90 95 

Glu Pro Ser Pro Val Leu Ser Gin Leu Ser Gin Arg Gin Gin His Gin 
100 105 110 

Ser Gin Ala Val Thr Val Pro Pro Pro Gly Leu Glu Ser Phe Pro Ser 
115 120 125 

Gin Ala Lys Leu Arg Glu Ser Thr Pro Gly Asp Ser Pro Ser Thr Val 
130 135 140 

Asn Lys Leu Leu Gin Leu Pro Ser Thr Thr He Glu Asn lie Ser Val 
145 150 155 160 

Ser Val His Gin. Pro Gin Pro Lys His He Lys Leu Ala Lys Arg Arg 
165 170 175 
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He Pro Pro Ala Ser Lys lie Pro Ala Ser Ala Val Glu Met Pro Gly 
180 185 190 

Ser Ala Asp Val Thr Gly Leu Asn Val Gin Phe Gly Ala Leu Glu Phe 
195 200 205 

Gly Ser Glu Pro Ser Leu Ser Glu Phe Gly Ser Ala Pro Ser Ser Glu 
210 215 220 

Asn Ser Asn Gin He Pro He Ser Leu Tyr Ser Lys Ser Leu Ser Glu 

225 230 235 240 

Pro Leu Asn Thr Ser Leu Ser Met Thr Ser Ala Val Gin Asn Ser Thr 
245 250 255 

Tyr Thr Thr Ser Val He Thr Ser Cys Ser Leu Thr Ser Ser Ser Leu 
260 265 270 

Asn Ser Ala Ser Pro Val Ala Met Ser Ser Ser Tyr Asp Gin Ser Ser 
275 280 285 

i 

Val His Asn Arg He Pro Tyr Gin Ser Pro Val Ser Ser Ser Glu Ser 

290 295 300 

Ala Pro Gly Thr He Met Asn Gly His Gly Gly Gly Arg Ser Gin Gin 
305 310 315 320 

Thr Leu Asp Thr Pro Lys Thr Thr Gly Pro Pro Ser Ala Leu Pro Ser 
325 330 335 
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Val Ser Ser Leu Pro Ser Thr Thr Ser Cys Thr Ala Leu Leu Pro Ser 
340 345 350 

Thr Ser Gin His Thr Gly Asp Leu Thr Ser Ser Pro Leu Ser Gin Leu 

355 360 365 

Ser Ser Ser Leu Ser Ser His Gin Ser Ser Leu Ser Ala His Ala Ala 
370 375 380 

Leu Ser Ser Ser Thr Ser His Thr His Ala Ser Val Glu Ser Ala Ser 

385 390 395 400 

Ser His Gin Ser Ser Ala Thr Phe Ser Thr Ala Ala Thr Ser Val Ser 
405 410 415 

Ser Ser Ala Ser Ser Gly Val Ser Leu Ser Ser Ser Met Asn Thr Ala 
420 425 430 

Asn Ser Leu Cys Leu Gly Gly Thr Pro Ala Ser Ala Ser Ser Ser Ser 
435 440 445 

Ser Arg Ala Ala Pro Leu Val Thr Ser Gly Lys Ala Pro Pro Asn Leu 
450 455 460 

Pro Gin Gly Val Pro Pro Leu Leu His Asn Gin Tyr Leu Val Gly Pro 
465 470 475 480 

Gly Gly Leu Leu Pro Ala Tyr Pro He Tyr Gly Tyr Asp Glu Leu Gin 
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490 



495 



Met Leu Gin Ser Arg Leu Pro Val Asp Tyr Tyr Gly He Pro Phe Ala 
500 505 510 

Ala Pro Thr Ala Leu Ala Ser Arg Asp Arg Ser Leu Ala Asn Asn Pro 

515 520 525 

Tyr Pro Gly Asp Val Thr Lys Phe Gly Arg Gly Asp Ser Ala Ser Pro 

530 535 540 

Ala Pro Ala Thr Thr Pro Ala Gin Pro Gin Gin Ser Gin Ser Gin Thr 

545 550 555 560 

His His Thr Ala Gin Gin Pro Phe Val Asn Pro Ala Leu Pro Pro Gly 
565 570 575 



Tyr Ser Tyr Thr Gly Leu Pro Tyr Tyr Thr Gly Met Pro Ser Ala Phe 
580 585 590 



Gin Tyr Gly Pro Thr Met Phe Val Pro Pro Ala Ser Ala Lys Gin His 
595 600 605 

Gly Val Asn Leu Ser Thr Pro Thr Pro Pro Phe Gin Gin Ala Ser Gly 
610 615 620 

Tyr Gly Gin His Gly Tyr Ser Thr Gly Tyr Asp Asp Leu Thr Gin Gly 
625 630 635 640 
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Thr Ala Ala Gly Asp Tyr Ser Lys Gly Gly Tyr Ala Gly Ser Ser Gin 
645 650 655 

Ala Pro Asn Lys Ser Ala Gly Ser Gly Pro Gly Lys Gly Val Ser Val 
660 665 670 

Ser Ser Ser Thr Thr Gly Leu Pro Asp Met Thr Gly Ser Val Tyr Asn 
675 680 685 

Lys Thr Gin Thr Phe Asp Lys Gin Gly Phe His Ala Gly Thr Pro Pro 

690 695 700 

Pro Phe Ser Leu Pro Ser Val Leu Gly Ser Thr Gly Pro Leu Ala Ser 
705 710 715 720 

Gly Ala Ala Pro Gly Tyr Ala Pro Pro Pro Phe Leu His He Leu Pro 
725 730 735 

Ala His Gin Gin Pro His Ser Gin Leu Leu His His His Leu Pro Gin 
740 745 750 

Asp Ala Gin Ser Gly Ser Gly Gin Arg Ser Gin Pro Ser Ser Leu Gin 
755 760 765 

Pro Lys Ser Gin Ala Ser Lys Pro Ala Tyr Gly Asn Ser Pro Tyr Trp 
770 775 780 

Thr Asn 
785 
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<210> 2 
<211> 3006 
<212> DNA 

<213> Homo sapiens 
<400> 2 

atggcaccag ggactggcag ctccactgcc gtcaactcct gttctcctca gagcctgtca 60 
tccgtccttg gctcaggatt tggagagctt gcaccaccaa aaatggcaaa catcaccagc 120 
tcccagattt tggaccagtt gaaagctccg agtttgggcc agtttaccac caccccaagt 180 
acacagcaga atagtacaag tcaccctaca actactactt cttgggacct caagccccca 240 
acatcccagt cctcagtcct cagtcatctt gacttcaaat ctcaacctga gccatcccca 300 
gttcttagcc agttgagcca gcgacaacag caccagagcc aggcagtcac tgttcctcct 360 
cctggtttgg agtcctttcc ttcccaggca aaacttcgag aatcaacacc tggagacagt 420 
ccctccactg tgaacaagct tttgcagctt cccagcacga ccattgaaaa tatctctgtg 480 
tctgtccacc agccacagcc caaacacatc aaacttgcta agcggcggat acccccagct 540 
tctaagatcc cagcttctgc agtggaaatg cctggttcag cagatgtcac aggattaaat 600 
gtgcagtttg gggctctgga atttgggtca gaaccttctc tctctgaatt tggatcagct 660 
ccaagcagtg aaaatagtaa tcagattccc atcagcttgt attcgaagtc tttaagtgag 720 
cctttgaata catctttatc aatgaccagt gcagtacaga actccacata tacaacttcc 780 
gtcattacct cctgcagtct gacaagctca tcactgaatt ctgctagtcc agtagcaatg 840 
tcttcctctt atgaccagag ttctgtgcat aacaggatcc cataccaaag ccctgtgagt 900 
tcatcagagt cagctccagg aaccatcatg aatggacatg gtggtggtcg aagtcagcag 960 
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gcacatgcag ccctctcctc gagcacgtca cacacacatg ccagtgtgga gagcgcctct 1200 
tcccaccagt cctcagccac cttctccacg gcagcgacct ccgtctcaag ttccgcatcc 1260 
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